T h e ne w e ngl a nd jou r na l o f m e dic i ne c o r r e s p o n d e n c e
To the Editor: The MODS assay has certain limitations. Microscopical differentiation between microcolonies of Mycobacterium tuberculosis and those of rapidly growing mycobacteria may be difficult. The assay requires daily examination, is timeconsuming, and as highlighted by Iseman and Heifets, 1 carries a risk of laboratory transmission. We therefore agree that the microscopical-observation method, although promising, will require modification and adaptation before it can be recommended for widespread use. 
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The Authors Reply: Although there is merit in the alternative methods Palomino and colleagues mention, elements of which gave rise to the MODS assay, the culture time for the Löwenstein-Jensenbased nitrate reduction assay is three to four times that for the MODS assay, with lower sensitivity, and as with the direct colorimetric assay, data for smear-negative samples are lacking. Unlike MODS culture, both techniques involve the potentially hazardous opening of mature tuberculosis cultures to add a specific reagent. The thin-layer agar method is rapid, but its sensitivity is usually lower and its contamination rate higher than those of the Löwenstein-Jensen method, and no data on drug-susceptibility testing have been published. In our opinion, MODS culture is actually safer than any indirect drug-susceptibility testing method, since culture amplification and direct drugsusceptibility testing occur within a closed system: the MODS plate is inoculated and then sealed within a ziplock bag. It is not manipulated again, since all readings, including those for drug-susceptibility testing, are done through the bag. The handling of cultured M. tuberculosis at bacterial concentrations thousands of times those of clinical specimens, which is required for secondary drug-susceptibility testing, dwarfs the biohazard risk associated with sputum-decontamination processes common to all culture methods. This handling risk is entirely avoided with the MODS assay.
Hasan and Irfan did not use ziplock bags, because this important detail was omitted from previous articles on the MODS assay. 
